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DETAILED ACTION 

Application Status 

1 . Applicant's response to the Office Action mailed December 29, 2008 on June 4, 
2009 is acknowledged. 

Claim Disposition 

2. Claims 1-19 are pending and are under examination. 

Claim Objection 

3. Claims 1 -1 9 are objected to because of the following informalities: 

For clarity and precision of claim language it is suggested that claim 1 is 
amended to read, 

" A process for obtaining a_cryoprecipitable protein[[s]] comprising: 

(a) contacting a composition of the crvprecipitable protein[[(s)]] of interest with a 
stabilizing and solubilizing formulation comprising a mixture of arginine, at least one 
hydrophobic amino acid and trisodium phosphate; [[and]] 

(b) transforming said protein[[(s)]] composition into a freeze-dried [[form]] protein : and 

(c) performing a virus inactivation step by heat treatment of said freeze-dried 
protein [[s]]. 
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For clarity and consistency it is suggested that claim 2 is amended to read, "[[A]] 
The process [[according to]] of_claim 1, [[characterized in that]] wherein the 
formulation consists essentially of the [[said]] mixture of arginine, [[at least one]] the 
hydrophobic amino acid and the trisodium phosphate. 

For clarity and precision of claim language, it is suggested that claim 3 is 
amended to read, "[[A]] The process [[according to]] of claim 1 , wherein 
arginine is present in a concentration of from 25 to 50 g/1". 

For clarity it is suggested that claim 4 is amended to read, "[[A]] The process 
[[according to]] of claim 3, wherein the concentration of arginine is of from 35 to 45 g/1". 

For clarity it is suggested that claim 5 is amended to read, "[[A]] The process 
[[according to]] of claim 1 , wherein the trisodium citrate is present in a concentration of 
from 0.5 to about 12 g/1". 

For clarity it is suggested that claim 6 is amended to read, "[[A]] The process [[according 
to]] of claim 1 , wherein the hydrophobic amino acid is leucine, iso-leucine or a mixture 
thereof. 

For clarity it is suggested that claim 7 is amended to read, "[[A]] The process 
[[according to]] of claim 6, wherein leucine, iso-leucine or a mixture thereof are present 
in a concentration of from 5 to 15 g/1". 
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For clarity it is suggested that claim 8 is amended to read, "[[A]] The process 
[[according to]] of claim 6, wherein the concentration of leucine or iso-leucine or mixture 
thereof [[is of]] from 9 to 1 1 g/1 ". 

For clarity it is suggested that claim 9 is amended to read, "[[A]] The process 
[[according to]] of claiml , wherein the formulation of step (a) further contains glycine 
and/or lysine. 

For clarity it is suggested that claim 10 is amended to read, "[[A]] The process 
[[according to]] of claim 9, wherein glycine and lysine are each present in a 
concentration [[of]] from 1 to 5 g/1 ". 

For clarity it is suggested that claim 1 1 is amended to read, "[[A]] The process 
[[according to]] of claim 9, wherein each [[of these]] concentration^]] of glycine and 
lysine is [[of]] from 1 .5 to 2.5 g/1". 

For clarity it is suggested that claim 12 is amended to read, "[[A]] The process 
[[according to]] of claim 1 , wherein [[the freeze-drying of]] step (b) is carried out at 
temperatures between -40°C and -30°C for 48 hours. 

For clarity it is suggested that claim 13 is amended to read, "[[A]] The process 
[[according to]] of claim 1 , wherein [[the heat treatment of virus inactivation off]] step (c) 
is carried out at temperatures between 80°C and 90°C for 72 hours. 
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For clarity it is suggested that claim 14 is amended to read, "[[A]] The process 
[[according to]] of claim 1 , further comprising, prior to step (a), a least one step of virus 
inactivation and/or elimination from the [[said]] composition of crvoprecipitable 
protein [[(s)]] by solvent-detergent and/or by nanofiltration on filters of 35 nm. 

Claim 15 is objected to because the claim does not further limit claim 1 . 

For clarity it is suggested that claim 16 is amended to read, "[[A]] The process 
[[according to]] of claim 1 , [[characterized in that it is 

applicable to]] wherein said process uses at least one of the proteins selected from the 
group consisting of Factor VIII, von Willebrand Factor, Factor XIII, fibrinogen and 
fibronectin. 

For clarity it is suggested that claim 17 is amended to read, "A concentrate [[of at 
least one]] comprising a cryoprecipitable protein comprising [[the]] a stabilizing and 
solubilizing formulation in combination with [[at least one]] the protein 
prepared by the process [[according to]] of claim 1 . 

For clarity it is suggested that claim 18 is amended to read, "[[A]] The 
concentrate [[according to]] of_claim 17 [[intended to-for therapeutic use]] wherein said 
concentrate is used as a therapeutic . 
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For clarity it is suggested that claim 19 is amended to read, "[[A]] The 
concentrate [[according to]] of claim 17, [[presenting a]] comprising filterability of about 2 
ml/cm 2 on a filter with a porosity of 0.20 ± 0.02 urn. 

Correction is required. 



Claim Rejections - 35 USC § 102 

The following is a quotation of the appropriate paragraphs of 35 U.S.C. 102 that 
form the basis for the rejections under this section made in this Office action: 
A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a 
foreign country or in public use or on sale in this country, more than one year 
prior to the date of application for patent in the United States. 

4. Claims 1 and 14-18 remain rejected under 35 U.S.C. 102(b) as being anticipated 

by Branovic et al., (Applied Biochemistry and Biotechnology, vol. 69, 1998, pages 99- 

111. 

The claimed invention is directed to a method to obtain cryoprecipitable proteins 
using a virus inactivation step, a freeze dried form and stabilizing/solubilizing 
formulation (see claim 1 for example) and further comprising FVIII, VWF, FXIII, 
fibrinogen and fibronectin as the proteins ( see claim 16, for example). 

Branovic et al., disclose a FVIII wherein a double virus inactivation step is utilized 
to isolate from cryoprecipitate. The Branovic et al., reference discloses that "viral 
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inactivation was performed by combination of S/D treatment and heating of final freeze- 
dried product..." (see page 99 of the reference). Branovic et al., discloses the use of 
stabilizers (page 103 Figure 1 flow chart ) and uses an anhydrous form of trisodium 
citrate (Figure 1 flow chart pages 102-104). The method of Branovic et al., uses filtration 
and solvent detergent (see Figure 1 ).The reference discloses purification of a 
concentrate (see pages 100-101). Therefore, the limitations of the claims are met by the 
reference. 



Response to Arguments 

5. Applicant's comments have been considered in full. Objections/Rejections 
withdrawn from the record will not be discussed herein and applicant's comments 
pertaining to the same is considered moot and will not be discussed. Note that the 102 
rejection of record remains. Applicant's state that the reference cited teaches the use of 
sucrose and the instant specification discloses that carbohydrates such as sucrose 
should be avoided from the formulation. This argument is not persuasive as limitations 
of the specification cannot be read into the claims and the methods recite the language 
of "comprising" thus there can be additional method steps including "using sucrose" 
before or after items (a), (b) and (c) of the claims. Therefore, the reference of record 
remains relevant. Note that objections have been made over the instant claims to put 
them in better form. 

Conclusion 
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6. No claims are presently allowable. 

7. Applicant's amendment necessitated the new/modified ground(s) of rejection 
presented in this Office action. Accordingly, THIS ACTION IS MADE FINAL. See 
MPEP § 706.07(a). Applicant is reminded of the extension of time policy as set forth in 
37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Hope A. Robinson whose telephone number is 571-272- 
0957. The examiner can normally be reached on Monday-Friday from 10:00 a.m. to 
6:30 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Andrew Wang, can be reached at (571) 272-081 1 . 
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The fax phone number for the organization where this application or proceeding is 
assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 



/Hope A. Robinson/ 

Primary Examiner, Art Unit 1652 



